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closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 
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4) ^ Claim(s) 1-12 is/are pending in the application. 
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DETAILED ACTION 



1 , Claim 3 has been amended. Claims 7-12 are new. 
Claims 1-12 are pending and under examination. 



2. The rejection of claim 3 for lacking antecedent basis in claim 1 is withdrawn in 
response to Applicant's amendments to the claim filed on 12/03/2009. 



Response to Arguments 
Information Disclosure Statement 

3. Applicant indicates that the provided document WO 01/48148 is the published 
PCT application corresponding to JP-2003-518379. However, "corresponding" does not 
mean that WO 01/48148 is the English translation of the JP-2003-518379 document. 
In the absence of an English translation, the Examiner is unable to determine whether 
the disclosures of the WO 01/48148 document is identical to the disclosure of the JP- 
2003-518379. 



Priority 

4. Acknowledgment is made of Applicant's submission of an English language 
translation of the foreign priority document 2003-283703 filed in JAPAN on 1/28/1005. 



Claim Rejections - 35 USC § 102 
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5. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 1 02 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

6. Claims 1 and 4-6 remain rejected under 35 U.S.C. 102(b) as being anticipated by 
Britt et al. (Arch. Otolaryngol. Head Neck Surg., 1998, 124: 671-677). 

Britt et al. teach an ex vivo method of preparing an autologous tissue-engineered 
cartilage by seeding autologous chondrocytes onto the surface of a polymeric scaffold 
by placing the polymers into a mold and allowing them to dry (i.e., the scaffold is shaped 
into a desired form), seeding and adhering the cells onto the scaffold, and culturing the 
cell-scaffold composite in a medium comprising 10% fetal calf serum (i.e., in the 
presence of growth factors) to induce the formation of neocartilage (i.e., under 
conditions which induce differentiation of cells into a cartilage tissue) (claims 1, 5 and 6) 
(Abstract; p. 671 , column 2; p. 672, column 2; p. 673, column 1 ). Britt et al. teach their 
scaffold as having micropores (claim 4) (p. 672, column 1, last paragraph). Since Britt 
et al. teach all claim limitations, the claimed invention is anticipated by the above-cited 
art. 

7. Claims 2-6 remain rejected under 35 U.S.C. 102(b) as being anticipated by van 
Susante et al. (Biomaterials, 2001, 22: 2359-2369). 

van Susante et al. teach a method of preparing an artificial joint by seeding and 
adhering chondrocytes onto the surface of a porous collagen matrix shaped into a 
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desired form, culturing the chondrocyte-matrix composite in a medium comprising 10% 
fetal calf serum (i.e., in the presence of growth factors), wherein the chondrocytes 
secrete extracellular matrix components and form a cartilage tissue (claims 2, 3, 5 and 
6) (Abstract; p. 2361, columns 1 and 2; paragraph bridging p. 2363 and p. 2364, Fig. 2, 
and column 2, p. 2366, columns 1 and 2). van Susante et al. also teach that their 
collagen matrix has micropores (claim 4) (p. 2360, column 2). Since van Susante et al. 
teach all claim limitations, the claimed invention is anticipated by the above-cited art. 

Applicant traversed the instant rejections on the grounds that neither Britt nor van 
Susante teaches or suggests "adhering cell masses onto the surface of a carrier" 
shaped into a desired form and culturing the cell masses, as in the claimed invention. 
The "cell masses" recited in independent claims 1 and 2 are cell aggregation masses or 
spheroids formed by cells adhering to each other. See page 5, lines 2-4 of the 
specification. 

Britt and van Susante only disclose cells (not cell masses) adhered to the surface 
of a carrier, which cells are further cultured. Britt at page 673, under the heading 
"CHONDROCYTE SEEDING OF POLYMER TEMPLATES," discloses that a volume of 
isolated chondrocyte solution was applied to the polymer template in an effort to 
achieve a cell concentration of 1 to 2 x 10 7 /cm 3 of template material, van Susante at 
page 2361, under the heading "2.3. Chondrocyte isolation and seeding," discloses that 
sponges were seeded with 100 ju.l of a cell suspension containing 850,000 
chondrocytes, followed by gentle centrifugation of the entire plate (3 min, 600g), which 
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revealed optimal penetration of the cells into the pores at the air-side of the sponges. All 
of these disclosures by Britt and van Susante teach that cells (not cell masses) are 
adhered to the surface of a carrier and cultured. 

Thus, Britt and van Susante do not disclose each and every element of the 
claimed invention, and Applicant requests that the rejections of claims 1-6 as being 
anticipated by the cited art be withdrawn. 

Applicant's arguments are acknowledged; however, the rejection is maintained 
for the following reasons: 

Applicant argues that both Britt and van Susante teach seeding cell suspension 
and not cell masses, as required by the claims. This is not found persuasive because 
the claims do not require seeding cell masses. The only requirement in the claims is 
adhering cell masses to a support. How cell masses are obtained is irrelevant, as long 
as the cell masses adhere to the support. As the instant specification and the art teach 
that, when cells in suspension are seeded on solid supports, they adhere to each other 
to form cell masses (see the instant specification, p. 4, line 33 to p. 5, line 4; Anderer et 
al., Journal of Bone and Mineral Research, 2002, 17: 1420-1429, Applicant's IDS, p. 
1421 , column 1 , second full paragraph). Therefore, the cells of Britt and van Susante 
form cell masses after being seeded on the support, which cell masses adhere to the 
support. For these reasons, it is concluded that Britt and van Susante teach all claim 
limitations and the rejections are maintained. 
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New Rejections 
Claim Rejections - 35 USC § 103 

8. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

9. Claims 1-12 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Anderer et al. (Journal of Bone and Mineral Research, 2002, 17: 1420-1429, Applicant's 
IDS), in view of each Tsutsumi et al. (Exp. Biol. Med., 2002, 227: 402-41 1 , Abstract), 
Long et al. (WO 01/48148, Applicant's IDS), Hoffmann et al. (J. Cell Sci., 2001, 115: 
769-781) and van Susante. 

Anderer et al. teach a method of producing a cartilage, the method comprising 
adhering chondrocytes masses onto human femoral condyles (i.e., a curved carrier 
shaped into a desired form or into a desired joint) and culturing the chondrocytes 
masses in medium comprising fetal calf serum (i.e., in the presence of TGF-(3, see 
Tsutsumi et al., Abstract) to induce fusion of the cell masses and the formation of 
neocartilage (i.e., under conditions which induce differentiation of the chondrocytes 
masses into a cartilage tissue); the cell (claims 1-3, 5, 6 and 10-12) (Abstract, p. 1421, 
paragraph bridging columns 1 and 2, p. 1424, columns 1 and 2). 

Anderer et al. do not teach a carrier comprising calcium triphosphate, wherein 
the carrier comprises pores with a diameter of 10-500 |u (claims 4, 7 and 8). Long et al. 
teach producing a cartilage by growing cell masses such as C3/H101/2 cell masses 
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(i.e., murine mesenchymal stem cells, see Hoffmann et al., Abstract) on carriers made 
of calcium triphosphate (p. 3, p. 4, fourth paragraph, p. 10, second full paragraph, p. 13, 
second paragraph, p. 28, last paragraph, p. 29). It would have been obvious to one of 
skill in the art, at the time the invention was made, to modify the method of Anderer et 
al. by replacing their carrier with the calcium triphosphate carrier of Long et al. and/or 
replacing their chondrocytes masses with mesenchymal stem cell masses to achieve 
the predictable result of obtaining a cartilage. 

Anderer et al. and Long et al. teach murine mesenchymal stem cells and not 
teach mesenchymal stem cells derived from human bone marrow (claim 9). However, it 
would have been obvious to one of skill in the art, at the time the invention was made, to 
replace their mesenchymal stem cells with mesenchymal stem cells derived from 
human bone marrow to achieve the predictable result of obtaining a cartilage suitable 
for implantation in humans. 

Anderer et al. and Long et al. do not specifically teach their carrier as being 
porous. However, doing such is suggested by the prior art. For example, van Susante 
et al. teach obtaining cartilage by growing chondrocytes on carriers having pores with a 
diameter of 50-100 |u (p. 2360, paragraph bridging columns 1 and 2, p. 2363, column 1, 
first paragraph). Based on these teachings, one of skill in the art would have known 
that carriers having pores with a diameter of 50-100 ju, are suitable to be used in the 
method of Anderer et al. and Long et al. and would have found it obvious to adhere their 
chondrocytes masses to such carriers to achieve the predictable result of obtaining a 
cartilage. 
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Thus, the claimed invention was prima facie obvious at the time the invention 
was made. 

Conclusion 

1 0. Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See M PEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to ILEANA POPA whose telephone number is (571)272- 
5546. The examiner can normally be reached on 9:00 am-5:30 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joseph Woitach can be reached on 571-272-0739. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Ileana Popa/ 

Primary Examiner, Art Unit 1633 



